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<110> Shinomiya, Nariyoshi et al . 

Van Andel Research Institute 

<12 0> c-met siRNA ADENOVIRUS VECTORS INHIBIT CANCER CELL GROWTH, 
INVASION AND TUMORIGENIC ITY 

<130> VAN067 P-328A 

<140> 10599327 

<141> 2009-02-13 

<150> 60/556,473 

<151> 2004-03-26 

<160> 18 

<170> Patentln version 3.5 

<210> 1 

<211> 4620 

<212> DNA 

<213> Homo sapiens 



<400> 1 

cgccctcgcc gcccgcggcg ccccgagcgc tttgtgagca gatgcggagc cgagtggagg 60 

gcgcgagcca gatgcggggc gacagctgac ttgctgagag gaggcgggga ggcgcggagc 12 0 

gcgcgtgtgg tccttgcgcc gctgacttct ccactggttc ctgggcaccg aaagataaac 180 

ctctcataat gaaggccccc gctgtgcttg cacctggcat cctcgtgctc ctgtttacct 240 

tggtgcagag gagcaatggg gagtgtaaag aggcactagc aaagtccgag atgaatgtga 30 0 

atatgaagta tcagcttccc aacttcaccg cggaaacacc catccagaat gtcattctac 360 

atgagcatca cattttcctt ggtgccacta actacattta tgttttaaat gaggaagacc 420 

ttcagaaggt tgctgagtac aagactgggc ctgtgctgga acacccagat tgtttcccat 480 

gtcaggactg cagcagcaaa gccaatttat caggaggtgt ttggaaagat aacatcaaca 54 0 

tggctctagt tgtcgacacc tactatgatg atcaactcat tagctgtggc agcgtcaaca 600 

gagggacctg ccagcgacat gtctttcccc acaatcatac tgctgacata cagtcggagg 660 

ttcactgcat attctcccca cagatagaag agcccagcca gtgtcctgac tgtgtggtga 720 

gcgccctggg agccaaagtc ctttcatctg taaaggaccg gttcatcaac ttctttgtag 780 

gcaataccat aaattcttct tatttcccag atcatccatt gcattcgata tcagtgagaa 840 

ggctaaagga aacgaaagat ggttttatgt ttttgacgga ccagtcctac attgatgttt 900 



tacctgagtt cagagattct taccccatta agtatgtcca tgcctttgaa agcaacaatt 960 

ttatttactt cttgacggtc caaagggaaa ctctagatgc tcagactttt cacacaagaa 1020 

taatcaggtt ctgttccata aactctggat tgcattccta catggaaatg cctctggagt 1080 

gtattctcac agaaaagaga aaaaagagat ccacaaagaa ggaagtgttt aatatacttc 1140 

aggctgcgta tgtcagcaag cctggggccc agcttgctag acaaatagga gccagcctga 1200 

atgatgacat tcttttcggg gtgttcgcac aaagcaagcc agattctgcc gaaccaatgg 1260 

atcgatctgc catgtgtgca ttccctatca aatatgtcaa cgacttcttc aacaagatcg 1320 

tcaacaaaaa caatgtgaga tgtctccagc atttttacgg acccaatcat gagcactgct 1380 

ttaataggac acttctgaga aattcatcag gctgtgaagc gcgccgtgat gaatatcgaa 1440 

cagagtttac cacagctttg cagcgcgttg acttattcat gggtcaattc agcgaagtcc 1500 

tcttaacatc tatatccacc ttcattaaag gagacctcac catagctaat cttgggacat 1560 

cagagggtcg cttcatgcag gttgtggttt ctcgatcagg accatcaacc cctcatgtga 1620 

attttctcct ggactcccat ccagtgtctc cagaagtgat tgtggagcat acattaaacc 1680 

aaaatggcta cacactggtt atcactggga agaagatcac gaagatccca ttgaatggct 1740 

tgggctgcag acatttccag tcctgcagtc aatgcctctc tgccccaccc tttgttcagt 1800 

gtggctggtg ccacgacaaa tgtgtgcgat cggaggaatg cctgagcggg acatggactc 1860 

aacagatctg tctgcctgca atctacaagg ttttcccaaa tagtgcaccc cttgaaggag 1920 

ggacaaggct gaccatatgt ggctgggact ttggatttcg gaggaataat aaatttgatt 1980 

taaagaaaac tagagttctc cttggaaatg agagctgcac cttgacttta agtgagagca 2040 

cgatgaatac attgaaatgc acagttggtc ctgccatgaa taagcatttc aatatgtcca 2100 

taattatttc aaatggccac gggacaacac aatacagtac attctcctat gtggatcctg 2160 

taataacaag tatttcgccg aaatacggtc ctatggctgg tggcacttta cttactttaa 2220 

ctggaaatta cctaaacagt gggaattcta gacacatttc aattggtgga aaaacatgta 2280 

ctttaaaaag tgtgtcaaac agtattcttg aatgttatac cccagcccaa accatttcaa 2340 

ctgagtttgc tgttaaattg aaaattgact tagccaaccg agagacaagc atcttcagtt 2400 

accgtgaaga tcccattgtc tatgaaattc atccaaccaa atcttttatt agtacttggt 2460 

ggaaagaacc tctcaacatt gtcagttttc tattttgctt tgccagtggt gggagcacaa 2520 

taacaggtgt tgggaaaaac ctgaattcag ttagtgtccc gagaatggtc ataaatgtgc 2580 

atgaagcagg aaggaacttt acagtggcat gtcaacatcg ctctaattca gagataatct 2 640 



gttgtaccac tccttccctg caacagctga atctgcaact ccccctgaaa accaaagcct 2700 

ttttcatgtt agatgggatc ctttccaaat actttgatct catttatgta cataatcctg 2760 

tgtttaagcc ttttgaaaag ccagtgatga tctcaatggg caatgaaaat gtactggaaa 2820 

ttaagggaaa tgatattgac cctgaagcag ttaaaggtga agtgttaaaa gttggaaata 2880 

agagctgtga gaatatacac ttacattctg aagccgtttt atgcacggtc cccaatgacc 2 940 

tgctgaaatt gaacagcgag ctaaatatag agtggaagca agcaatttct tcaaccgtcc 3000 

ttggaaaagt aatagttcaa ccagatcaga atttcacagg attgattgct ggtgttgtct 3060 

caatatcaac agcactgtta ttactacttg ggtttttcct gtggctgaaa aagagaaagc 3120 

aaattaaaga tctgggcagt gaattagttc gctacgatgc aagagtacac actcctcatt 3180 

tggataggct tgtaagtgcc cgaagtgtaa gcccaactac agaaatggtt tcaaatgaat 3240 

ctgtagacta ccgagctact tttccagaag atcagtttcc taattcatct cagaacggtt 3300 

catgccgaca agtgcagtat cctctgacag acatgtcccc catcctaact agtggggact 3360 

ctgatatatc cagtccatta ctgcaaaata ctgtccacat tgacctcagt gctctaaatc 3420 

cagagctggt ccaggcagtg cagcatgtag tgattgggcc cagtagcctg attgtgcatt 3480 

tcaatgaagt cataggaaga gggcattttg gttgtgtata tcatgggact ttgttggaca 3540 

atgatggcaa gaaaattcac tgtgctgtga aatccttgaa cagaatcact gacataggag 3600 

aagtttccca atttctgacc gagggaatca tcatgaaaga ttttagtcat cccaatgtcc 3660 

tctcgctcct gggaatctgc ctgcgaagtg aagggtctcc gctggtggtc ctaccataca 3720 

tgaaacatgg agatcttcga aatttcattc gaaatgagac tcataatcca actgtaaaag 3780 

atcttattgg ctttggtctt caagtagcca aagcgatgaa atatcttgca agcaaaaagt 3840 

ttgtccacag agacttggct gcaagaaact gtatgctgga tgaaaaattc acagtcaagg 3900 

ttgctgattt tggtcttgcc agagacatgt atgataaaga atactatagt gtacacaaca 3960 

aaacaggtgc aaagctgcca gtgaagtgga tggctttgga aagtctgcaa actcaaaagt 4020 

ttaccaccaa gtcagatgtg tggtcctttg gcgtcgtcct ctgggagctg atgacaagag 4080 

gagccccacc ttatcctgac gtaaacacct ttgatataac tgtttacttg ttgcaaggga 4140 

gaagactcct acaacccgaa tactgcccag accccttata tgaagtaatg ctaaaatgct 4200 

ggcaccctaa agccgaaatg cgcccatcct tttctgaact ggtgtcccgg atatcagcga 4260 

tcttctctac tttcattggg gagcactatg tccatgtgaa cgctacttat gtgaacgtaa 4320 



aatgtgtcgc tccgtatcct tctctgttgt catcagaaga taacgctgat gatgaggtgg 4380 

acacacgacc agcctccttc tgggagacat catagtgcta gtactatgtc aaagcaacag 4440 

tccacacttt gtccaatggt tttttcactg cctgaccttt aaaaggccat cgatattctt 4500 

tgctccttgc cataggactt gtattgttat ttaaattact ggattctaag gaatttctta 4560 

tctgacagag catcagaacc agaggcttgg tcccacaggc cagggaccaa tgcgctgcag 4 620 



<210> 2 

<211> 1408 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Lys Ala Pro Ala Val Leu Ala Pro Gly lie Leu Val Leu Leu Phe 
15 10 15 



Thr Leu Val Gin Arg Ser Asn Gly Glu Cys Lys Glu Ala Leu Ala Lys 
20 25 30 



Ser Glu Met Asn Val Asn Met Lys Tyr Gin Leu Pro Asn Phe Thr Ala 
35 40 45 



Glu Thr Pro lie Gin Asn Val lie Leu His Glu His His lie Phe Leu 
50 55 60 



Gly Ala Thr Asn Tyr lie Tyr Val Leu Asn Glu Glu Asp Leu Gin Lys 
65 70 75 80 



Val Ala Glu Tyr Lys Thr Gly Pro Val Leu Glu His Pro Asp Cys Phe 
85 90 95 



Pro Cys Gin Asp Cys Ser Ser Lys Ala Asn Leu Ser Gly Gly Val Trp 
100 105 110 



Lys Asp Asn lie Asn Met Ala Leu Val Val Asp Thr Tyr Tyr Asp Asp 
115 120 125 



Gin Leu lie Ser Cys Gly Ser Val Asn Arg Gly Thr Cys Gin Arg His 
130 135 140 



Val Phe Pro His Asn His Thr Ala Asp lie Gin Ser Glu Val His Cys 
145 150 155 160 



lie Phe Ser Pro Gin lie Glu Glu Pro Ser Gin Cys Pro Asp Cys Val 
165 170 175 



Val Ser Ala Leu Gly Ala Lys Val Leu Ser Ser Val Lys Asp Arg Phe 
180 185 190 



lie Asn Phe Phe Val Gly Asn Thr lie Asn Ser Ser Tyr Phe Pro Asp 
195 200 205 



His Pro Leu His Ser lie Ser Val Arg Arg Leu Lys Glu Thr Lys Asp 
210 215 220 



Gly Phe Met Phe Leu Thr Asp Gin Ser Tyr lie Asp Val Leu Pro Glu 

225 230 235 240 



Phe Arg Asp Ser Tyr Pro lie Lys Tyr Val His Ala Phe Glu Ser Asn 
245 250 255 



Asn Phe lie Tyr Phe Leu Thr Val Gin Arg Glu Thr Leu Asp Ala Gin 
260 265 270 



Thr Phe His Thr Arg lie lie Arg Phe Cys Ser lie Asn Ser Gly Leu 
275 280 285 



His Ser Tyr Met Glu Met Pro Leu Glu Cys lie Leu Thr Glu Lys Arg 
290 295 300 



Lys Lys Arg Ser Thr Lys Lys Glu Val Phe Asn lie Leu Gin Ala Ala 

305 310 315 320 



Tyr Val Ser Lys Pro Gly Ala Gin Leu Ala Arg Gin lie Gly Ala Ser 
325 330 335 



Leu Asn Asp Asp lie Leu Phe Gly Val Phe Ala Gin Ser Lys Pro Asp 
340 345 350 



Ser Ala Glu Pro Met Asp Arg Ser Ala Met Cys Ala Phe Pro lie Lys 
355 360 365 



Tyr Val Asn Asp Phe Phe Asn Lys I le Val Asn Lys Asn Asn Val Arg 
370 375 380 



Cys Leu Gin His Phe Tyr Gly Pro Asn His Glu His Cys Phe Asn Arg 
385 390 395 400 



Thr Leu Leu Arg Asn Ser Ser Gly Cys Glu Ala Arg Arg Asp Glu Tyr 
405 410 415 



Arg Thr Glu Phe Thr Thr Ala Leu Gin Arg Val Asp Leu Phe Met Gly 
420 425 430 



Gin Phe Ser Glu Val Leu Leu Thr Ser lie Ser Thr Phe lie Lys Gly 
435 440 445 



Asp Leu Thr lie Ala Asn Leu Gly Thr Ser Glu Gly Arg Phe Met Gin 
450 455 460 



Val Val Val Ser Arg Ser Gly Pro Ser Thr Pro His Val Asn Phe Leu 
465 470 475 480 



Leu Asp Ser His Pro Val Ser Pro Glu Val lie Val Glu His Thr Leu 
485 490 495 



Asn Gin Asn Gly Tyr Thr Leu Val lie Thr Gly Lys Lys lie Thr Lys 
500 505 510 



lie Pro Leu Asn Gly Leu Gly Cys Arg His Phe Gin Ser Cys Ser Gin 
515 520 525 



Cys Leu Ser Ala Pro Pro Phe Val Gin Cys Gly Trp Cys His Asp Lys 
530 535 540 



Cys Val Arg Ser Glu Glu Cys Leu Ser Gly Thr Trp Thr Gin Gin lie 
545 550 555 560 



Cys Leu Pro Ala lie Tyr Lys Val Phe Pro Asn Ser Ala Pro Leu Glu 
565 570 575 



Gly Gly Thr Arg Leu Thr lie Cys Gly Trp Asp Phe Gly Phe Arg Arg 
580 585 590 



Asn Asn Lys Phe Asp Leu Lys Lys Thr Arg Val Leu Leu Gly Asn Glu 
595 600 605 



Ser Cys Thr Leu Thr Leu Ser Glu Ser Thr Met Asn Thr Leu Lys Cys 



610 615 620 



Thr Val Gly Pro Ala Met Asn Lys His Phe Asn Met Ser lie lie lie 
625 630 635 640 



Ser Asn Gly His Gly Thr Thr Gin Tyr Ser Thr Phe Ser Tyr Val Asp 
645 650 655 



Pro Val lie Thr Ser lie Ser Pro Lys Tyr Gly Pro Met Ala Gly Gly 
660 665 670 



Thr Leu Leu Thr Leu Thr Gly Asn Tyr Leu Asn Ser Gly Asn Ser Arg 
675 680 685 



His lie Ser lie Gly Gly Lys Thr Cys Thr Leu Lys Ser Val Ser Asn 
690 695 700 



Ser lie Leu Glu Cys Tyr Thr Pro Ala Gin Thr lie Ser Thr Glu Phe 
705 710 715 720 



Ala Val Lys Leu Lys lie Asp Leu Ala Asn Arg Glu Thr Ser lie Phe 

725 730 735 



Ser Tyr Arg Glu Asp Pro lie Val Tyr Glu lie His Pro Thr Lys Ser 
740 745 750 



Phe lie Ser Thr Trp Trp Lys Glu Pro Leu Asn lie Val Ser Phe Leu 
755 760 765 



Phe Cys Phe Ala Ser Gly Gly Ser Thr lie Thr Gly Val Gly Lys Asn 
770 775 780 



Leu Asn Ser Val Ser Val Pro Arg Met Val lie Asn Val His Glu Ala 
785 790 795 800 



Gly Arg Asn Phe Thr Val Ala Cys Gin His Arg Ser Asn Ser Glu lie 
805 810 815 



lie Cys Cys Thr Thr Pro Ser Leu Gin Gin Leu Asn Leu Gin Leu Pro 
820 825 830 



Leu Lys Thr Lys Ala Phe Phe Met Leu Asp Gly lie Leu Ser Lys Tyr 
835 840 845 



Phe Asp Leu lie Tyr Val His Asn Pro Val Phe Lys Pro Phe Glu Lys 
850 855 860 



Pro Val Met lie Ser Met Gly Asn Glu Asn Val Leu Glu lie Lys Gly 
865 870 875 880 



Asn Asp lie Asp Pro Glu Ala Val Lys Gly Glu Val Leu Lys Val Gly 
885 890 895 



Asn Lys Ser Cys Glu Asn lie His Leu His Ser Glu Ala Val Leu Cys 
900 905 910 



Thr Val Pro Asn Asp Leu Leu Lys Leu Asn Ser Glu Leu Asn lie Glu 
915 920 925 



Trp Lys Gin Ala lie Ser Ser Thr Val Leu Gly Lys Val lie Val Gin 
930 935 940 



Pro Asp Gin Asn Phe Thr Gly Leu lie Ala Gly Val Val Ser lie Ser 
945 950 955 960 



Thr Ala Leu Leu Leu Leu Leu Gly Phe Phe Leu Trp Leu Lys Lys Arg 

965 970 975 



Lys Gin lie Lys Asp Leu Gly Ser Glu Leu Val Arg Tyr Asp Ala Arg 
980 985 990 



Val His Thr Pro His Leu Asp Arg Leu Val Ser Ala Arg Ser Val Ser 
995 1000 1005 



Pro Thr Thr Glu Met Val Ser Asn Glu Ser Val Asp Tyr Arg Ala 
1010 1015 1020 



Thr Phe Pro Glu Asp Gin Phe Pro Asn Ser Ser Gin Asn Gly Ser 
1025 1030 1035 



Cys Arg Gin Val Gin Tyr Pro Leu Thr Asp Met Ser Pro lie Leu 
1040 1045 1050 



Thr Ser Gly Asp Ser Asp lie Ser Ser Pro Leu Leu Gin Asn Thr 
1055 1060 1065 



Val His lie Asp Leu Ser Ala Leu Asn Pro Glu Leu Val Gin Ala 
1070 1075 1080 



Val Gin His Val Val lie Gly Pro Ser Ser Leu lie Val His Phe 
1085 1090 1095 



Asn Glu Val lie Gly Arg Gly His Phe Gly Cys Val Tyr His Gly 
1100 1105 1110 



Thr Leu Leu Asp Asn Asp Gly Lys Lys lie His Cys Ala Val Lys 
1115 1120 1125 



Ser Leu Asn Arg lie Thr Asp lie Gly Glu Val Ser Gin Phe Leu 
1130 1135 1140 



Thr Glu Gly lie lie Met Lys Asp Phe Ser His Pro Asn Val Leu 
1145 1150 1155 



Ser Leu Leu Gly lie Cys Leu Arg Ser Glu Gly Ser Pro Leu Val 
1160 1165 1170 



Val Leu Pro Tyr Met Lys His Gly Asp Leu Arg Asn Phe lie Arg 
1175 1180 1185 



Asn Glu Thr His Asn Pro Thr Val Lys Asp Leu lie Gly Phe Gly 
1190 1195 1200 



Leu Gin Val Ala Lys Ala Met Lys Tyr Leu Ala Ser Lys Lys Phe 
1205 1210 1215 



Val His Arg Asp Leu Ala Ala Arg Asn Cys Met Leu Asp Glu Lys 
1220 1225 1230 



Phe Thr Val Lys Val Ala Asp Phe Gly Leu Ala Arg Asp Met Tyr 
1235 1240 1245 



Asp Lys Glu Tyr Tyr Ser Val His Asn Lys Thr Gly Ala Lys Leu 
1250 1255 1260 



Pro Val Lys Trp Met Ala Leu Glu Ser Leu Gin Thr Gin Lys Phe 
1265 1270 1275 



Thr Thr Lys Ser Asp Val Trp Ser Phe Gly Val Val Leu Trp Glu 
1280 1285 1290 



Leu Met Thr Arg Gly Ala Pro Pro Tyr Pro Asp Val Asn Thr Phe 
1295 1300 1305 



Asp lie T 



